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Abstract not available for JP2001 503400T 
Abstract of corresponding document: W09817645 
A compound of formula (I) or pharmaceutical 
acceptable salts thereof, wherein R1 is isopropyl, 
2-methylbut-2-yl, phenyl, benzyl, or 1H-indol- 
3ylmethyl; R2 is n-octyl, phenyl, or phenyl 
substituted with methoxy, fluoro, or bromo, are 
matrix metalloproteinase inhibitors. 
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1. S:i : 



a H O 

I 

a) ^y^ntVK 

b) 2-^^U^h-2-^/K 

c) 7x=;K 

d) -O^/K 

e ) 1 H-f V ^/V ; *5 «fc 15 

a) n-^^vK 

b) 7x^;K Sfcft 

4. a. N-fc Ka^rV-2(R)-[(4-^ h *i/-<Vif T ^ 7 3-3- (3- 



b . N-t v/-2 (r) -[^yfy^ /v* ~M r * / 3-3- (3— r v K y /u) 

c. N-fc Kn^V-2(R)-[(4-7;^n^yfy/;M^)7^]-3-(3^ 

d. N-fc Kd^^-2(R)-[(4-^ h^i^-<>ify^/U^=./U) T^y ]-3-7x ~ 
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e . N-fc (R) -[ (4-^ a ^-O-i? ^ ^/^^/V) T ^ / ]-3- (3->f >- K 

f . N-t Kn* v-2 (R) - [ (n-** * ^/u* /^^;V)r?y]-3- (3->f > K U /^) 

g. N-fc Kn^ix-2(R)-[(4-^ h ^^y^y^;^^;V) 7 $ ; ]-2-7 

h. N-fc: Kn^V-2(R)-[(4-^ h^'O'-tf ^XAsX—MT % J ]-3-^ 3vV 

i. N-t Ko^r v^-2 (R) - [ (-Oif ^ ^ /V* T ^ y ] -3- ^ 9^T^ 
J. N-fc Kn^rv--2(R)-[(4-^ h^^^-fef V^/^-/l^)T ^ /]-3,3-v^ 

j: tw 5 « «t 5 * 5 st*^ 5 temo^m. 



turn « ics-m- * iiww 7 istt<D^ 0 

1 1. BEft-fr4fc*ft0. lfc^Ufil 0 Omg/k gftfi/0O*-C»4-*ilS» 
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an©** 

, #*«*©^*##ilsMfc nMB» <*»tt*5J:W«»H4) > *ttR$* it 

/u-C £ 4 v hyy^W^n^n^t-* (MM P ) iStt^«««>JKH "C 

td»ft9©*JKO»^ftBE*l3&5^L.-CV^a. (Ma trisian, L.M., _B 
a s e s , Vol. 14, pp445-463 (1992) ; Emo n a r d, 
H. £>, Cellular and Molecular Biology , Vo 1 
.36, ppl31-153 (1990) ;Docherty, A.J.P.^ A 
nnals of the Rheumatic , Vol.49, p p 4 6 9 - 47 
9 (1 9 9 0) #JfR) o 

^n^f^ft- ^Sl^boa^O^ «ttKf4<7f"t— tf«ria*i-*r. 
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SkTOftftem*. v h V y 9 * ' * 9 n -fnj-^ ■)-—• VW&M t IT^;^ 
BMH#!f&HI 0 , 6 0 6 , 0 4 6 A 1 {4, vh^y^^^B^nr^t- 

0 

S^IBWO 9 5/3 5 2 7 543^0^0 9 5/3 5 2 7 6(4. ^h!Js'^^ 

BRi&HWO 9 6/4 0 1 0 1 Allt m#£TMMm<tJ6J&niM*£.tS 

Hg^lHWO 9 6/2 7 5 8 3 A 1 (4, p< ^ n7"nf-ft- VW^Mt LX 

S^iaWO 9 6/3 3172 A 1 (4, • ^D/nf-ft- 

■£*5j:U:TNF|S£#Ji LT7!)-;^/v*=/H: Ko*f-ARR*#SrH*-f 
5. 

HB&kBBWO 97/20824(4, * ^n^Br^t- tflfiSSIt Lt^yf 
y^;W*=/Wt Kndrf-Aj^S&BfJ^-TSo 
il^&PWO 9 7/1 8 1 9 4 A1I4, ^ 9 P^Bf'ft- £|fig#Ji: LT 

BttHWIMHI 757984 Altt. y ^▼^«*OfWIC*«J!t^?^— 
8WN#ff&Sl 7 5 7 0 3 7 A2(4, h }) y ? X • * f v7u<rJ ■f-HM 
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MacPherson, L. J . J. Med. Chem. Vol.40, p 
P 2 52 5-2 5 2 3, ( 1 9 9 7)t4, t h ]) y 9 * ■ ? ? p/B/^ft-' iflfi 



H 9 



O'' R 2 



OH 



I 

mmm, n)7;vtnsst> mm, v^mm, gtmm.. yB^tysi, % 
mm., tisy-v, -*\"<vfm., vi/^mm. ="^?mm. m^mm.. 
mm, 2-t>-t>jfv'if/w/v*yii t y-^^mmM^tso ztib<Dm\t& 

14. (BULbf^*!^) £5fgl^ U\ 



J4 1 H— f V Y—jv-zj^* ?->vxhZ>* 
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a. N-fc Kn^V-2(R)-[(4-^ h ^r->-<^if ^^/V/^^/W) T ^ / ]-3-(3->T V 

b. N-fc Kn^r^2(R)-[(^yfy7;^^;V)T ^ /]-3-(3-^> Y^M-? 
c . N-tKn^r *S-2 (R) - [ (4- n ^ y 1f T ^ / ]-3- (W >- 
d. N-t Kn^ri/-2(R)-[(4-^ h ^ V^^if y^/V^/V) T ^ J ]-3-!7 a ~ 
e . N-fc Kn^f ^>-2 (R) - [ (4-^ n ^e-< y if y * /U* n/W) T ^ / ] -3 - (3-^f >- 

f . N-fc Yn^r ->~2 (R) - [ (n-^ ^ /Uft T % J ] -3- (3->f ^K!i /W) - 

g. N-fc Kn^iy-2(R)-[(4-^ h^r^yfy^M^/V)7^]-2-7x^ 

h. N-fc Kn^v/-2(R)-[(4-^ h^^Vi^^^-AOT ^ / ]-3-/ ^ 
i . N-fc Kn^iX-2(R)-[(-<>'€y^/^^/V)r^y]-3-^^/^^yT^ 
J. N-fc Kn^rv^-2(R)-[(4-^ h > ^/V^n/U) 7 ^ / ]-3, 3- 
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r 5 v trass**. r©rastt> Gmmm'¥\zj:'9£<®Mi-z*y7y>y 

4di4fc4«rltftU *o-c*Sfc*lt*ix5. S«#l!iJ:<*ne>iifc«fefcJ:o 
±fF$ $ *i 2> SsJta fe*s J: xmmm k Z> r & Id £ o TUSH- 5 w 1 1> -C § 



BS3B^**J±t«-o*<idftSBKftK:a3^-c, ftttj*$h ■f-4fot>#*9!fcJ: 

0 t ifM©S«ldZ£«SlCflc#LT^ft*fcliaM-5rt'bT?t'5„ -jftttfc. ft 
ttfife^©ftttiS^©fi*lc:J: 9 0. 5%frVL9 0%©^©tefflldfc.fc5T-fc 
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m, +*to*>*»<©ri:#a*S:lia#i-5a*©*)S-c*>5 5f6««:S«t3«* 
tlZthZOo -J&WlC, ffittj*#©*n»*f4iR)0. l/iV>Ul 0 Omg/k g CD 

«Ht*«-e*>6 5. S-^ffiii, #£©»*» teg? £ H 5 ^^»Hii{t;©fi:«S 
*5iU t fflv^t,i^fc^lt>e©{t,^lcft#LT^-r2)wi^>T♦t5 ( i:aft¥^^^ 

4««fc*#LT}&a!ffiB©R|KaJl«jfciSJD-et 5 r. t SiiTV^S. * 

fc, fcuffasiisjfefe, feasant ^\z^x^mmm.\^^i 

1 0{c2*^U4lHHc1-5ri: 



-£*»&©«*©***:»# U ^JtfcSEJBteBWifi, $ttia»y ^Tf, jgfttt 
H®&, »«*«©-*£ Ifi3» , «SM 

Bfr-f, Affile 5 y-t- <*»?>©«* <Dmm*;£v%!<£t®.mmit\mm 

i"*4fc©«*© t h y y * * * n :n x KT'o t 1 ^ *ft*©fM!fc * 
ffl-efc3„ *^5*ftj8J:tWIBH:, ifi*©*W©E»fc±o-C.J:<*i&:»i» * 

ffl*:j8 3 . 5 ~ 6 <D p H*#1-3a34«fH*38*©:ffc tSia*±fF* 

t4, «Atf^ h y h y h y *i^sh- h y t> 

A, Hf;V^*5^ L(+)-y v ? V*JJ;UtL(+)-T/^=^ iWR©ig«*Sr 
•&tf. 5tl 5 mmg/mlft^U$4 0 0mg/ml<D®iai;::io 
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MMMl N-t Kn^>>-2(R)-[(4-^ h *^^^:y;*/^*~/l')- 
X ^ / ]-3-(3-^ Ky /^-^n^T KOSffi 




CH 3 



151 2 (R) - [ (4- * Y * >-< >if > T S 7 ] -3- vKD AO - 

m.m&mmrf. m%mmw^^fm^xi^n\.tzmt^^^y<DA omi 

<P<OD- h U :/h;7T y^f;Vx7f^fiKfi(4m 1 ) OSiigflfclC, NMMcO 8 m 
mo Y*i/'<> j ei>'*jVtis~;v? u ]) Ktf>4mmo 1 4:^*0^5 0 

5. *«»asrSK»^-hy ?A-ee»u Sffiu-c, m.p.120-12 2^ 

152 2(R)-[(4-y f ^^yf y^^-;v)r ^ y ]-3-(3-^ y K !) ^) 

J— /ls<Dl 5ml t»^Sby k c2(R)-[(4-^ h ^^VifV^/l^-^T 
; / ]-3-(3-^ y K!) ^) ^n/^i^ f /Vx^f/^ 1 . 3 mm o ltd, 2. 5M 
*&{W-by *A*i^£8^-rSo ■fmaMbttMFU #IS^MS^T-ife 
«E#£ii:£o 1 0%HC l*»«-e»tt{fcU SH^^Tfttffir*. 
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^0. 4 5 g (9 3%)^i5 0 

Xg3 N-h Kn*^-2(R)-[(4-^ Y*%''<lS'l£ s SXMb—A') T S J ] -3- 

(3--r>Ky^)-yn/N°^T^ Konai 

&*#HftT\ Mt-CftSl Lfc«{W f l/y© 6 m 1 *5 itfDMF 1 m 1 
* 02 (R) - [ (4- ^ h 3r f< Vif ^ ^ /W* T ^ / ] -3- (3-^ V K U M -7 n 
y»(0. 6 7raraol)C % HO B T<D 0 . 8 3 mm o 1 , EDC^O. 7 2 mm 
o 1 fcitfNMMOO. 7 3 mm o 1 SrSiiH- £<> 1 l*B»#**S 0 

/MtRff*-?, DMFcOlml *<Dt Kt2*W^I8S01mmo 1 *3± 
tfNMM<£>0. 9 m 



A-fSo «^*«r-ft#Hftia«fct>iff. l 0%HC l*«H^J:01»3i^ 

JV<D&* 5 0 m L T**^-r^)o #HWl& 1 0 %H C 1 , 1 M^»**^ h 3 
T?2iaj3j:^5>f >-cas»i"5. *ixSr«E«^h5 »*8*5<fctf 

ifrfb* fuy^3o%rthyi3j:yi %»»"e8ttii-5 > y * y/i^^ 

T, 6fei#0 13 5mg(5 2%)^iS e X H NMR (DMSO-d 6 ) 6 
1 0.7 5, 1 0.6, 8.7 9, 7.9 1, 7.4 6, 7.2 4, 6.9 9, 6.9 7 
, 6.8 7, 6.8 2, 3.7 6, 3.7 2, 2.9 1, 2 . 6 4 0 MS (F A B) m/ 
z 779, 390, 389, 329, 1 3 0 o I R (m u 1 1 ) c m~ l 3 3 2 4 
, 2 9 2 5, 1 6 6 5, 1 5 9 5, 1 4 9 7, 1 4 5 8, 1 2 6 1, 1 1 5 7 C 
[a] D =+6 6° (0. 6 2, ^$J—)V) 0 

3IJS032 N-t Kp^v-2(R)-[Hyfy^^)r^y]-3-(3^yKy 
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*H NMR(DMSO-d 6 ) 6 0. 8, 1 0.6, 8.7 9, 8.1 3. 7.5 9- 
7.22, 7.0 3-6.86, 3.79, 2.93, 2.6 4 e MS (E I ) m/z : 
359, 202, 157, 13 0 o [a] D =+ 3 8° (1.7 5, ;V) 9 




Hlfcfli (Ifi l ^ 3 ) CAR Lfc-Uftf ftfcftv \ i-ytvarvOs^s^tv 

*H NMR(d 6 -DMSO) 610.8, 10.7, 8.90, 8.25, 7.56 
-7.6, 7.3 8, 7.3 1, 7.0 0-7.1 4, 6.9 6, 3.8 6, 2.7 6- 
2. 1 0 o MS(FAB)m/z : 3 7 8, 3 7 8, 1 4 7, 1 3 0, 7 3, 6 9 
, 5 8, 5 7, 5 5, 4 3, 4 1 0 

Hffi«4 N-fc Kn^>-2(R)-[(4-^ h^r^yfy^;^^)- 




X H NMR (d 6 — DMSO) 610.7, 8.88, 8.05, 7.56, 7.21 
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-7.2 3, 7.0 9-7.1 1, 6.9 8, 3.8 6, 3.7 9 3.8 2, 2.5 6-2. 
8 5 0 MS(FAB)m/z:351, 290, 236, 123, 75, 57 c 
mifom 5 N-fcKo* i/-2 (R) -[ ^^i? >>X/Uft -T ^ / ] -3- (3 




Ig 1 . 2 (R) - [ (4-^ n^^ify^/^z=./U)T^/]-3- (3-«f V K U /W) - 

Sl^ifOlfy^l 2ml ^CDD-h y^h^r ^^V^*X/V&^i£ 
COlg (3.9mmol) tC, 4-:/ >H>>X/l>fc^;U? n y K© 1 g ( 3 . 
9mmo D&mu-tZo #8tft$1t&. »C^T% 1 0%HC 1 

Srftttfl2^ir3-^-e»feU SfeB^l. 1 g (6 5%)*-CS«1-5 0 
XS 2 . N- fc K n * v/"2 (R)-[(4^n^yf y^;^^)T^] -3- (3- 

S8»«l (XS2*J:tf3)K*KLfc-jRtt^ife^«V\ 2(R)-[(4-^n^ 
5 0 

*H NMR(d 6 -DMSO) 6 1 0. 7, 8.8 6, 8.2 9, 7.4 1, 7.3 4 
, 7.2 8, 7.2 4, 7.0 3-6.9 8, 6.8 8, 3.7 8, 2.9 0, 2.7 0 
o I R (mu 11) cm*" 1 2924, 1665, 1458, 1161, 741 G 
MS (FAB) m/z 4 4 0, 4 3 9, 4 3 8, 4 3 7, 3 7 9, 3 7 7, 1 3 
0 o [a] D =+6 1° (0.7, **/-Mo 

6 N- fc K n * v^2 (R) - [ (n-* ? J*JV* ;v*zl;v) T S / ] -3- (3- 
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MR (CDC 1 3 ) 6 8.2 8, 7.5 7, 7.35, 7.19, 7.12, 7.0 5 
, 5.0, 4.4 4, 3.7 2, 3.3 2, 3.2 4, 2.7 3, 1.6 5-1.5 0, 
1.2 9-1.1 5, 0. 8 8 0 

fiM^V^?g^lfiL, #7*#@tt£LT^Mft^£'#5<> *H NMR (D 
MSO-d 6 ) 6 1 0.9, 1 0.8, 9.0, 7.6 2, 7.5 4, 7.3 1, 7.1 
7, 7.0 7, 7.0, 3.9, 3.0 5-2.9, 2.4, 1.3-0.9, 0.8 6 
0 MS(E I)m/z : 3 9 5, 334, 174, 157, 130 o [a] D =+3 0 
° (0. 8, ^ /-A-) 0 

HJ6WI7 N-b Kn^>-2-[(4-pt h >-*/V*^A-) T ^ / ] -2- 



xsi. 2(r)-[(4-^ h^^>^fy^/^^)TKy]-2-y^^m^^ 
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Si£[a] D =-l 11° (1.3 4, 1 0%HC 1 6 mm o 1 Id, 4-^ h 

^r^yf^/^^n!) K<£>6. 7mmo 1 ^iP-T^ 0 Hfefi^SKSr— 
#^T\ *ttSrl 0%HC l*SSRfcffiff, fa0;Wc:#ttTB»^ 
^•cttUii-So ^te*fc*»Bti 0%HC TkfeJ:^?^ ^-Cft 

»U *»^h3l>A-eft«1-5. ^*rHflW2g06»ftJR*)*-C««ta 

o 

112. 2<R)-[(4-* h*^^ifV*/W*~/lO T $ / ]-2-7 xx;l/S8 

zz#S—jV<01 5ml^2(R)-[(4-^ h ^/Vsjx^/l/) T S 7 ]-2- 

A*Stt<&5ml *«»f5o lffi»^»t> #BWM*K:T-|lfcW*l, 
, ^it£-£5 0 »feixfc»»»S:l 0%HC l*»«T»tt{fcU tim^r/m 

■CifefrU IHW-hS^A-CWH-a. *tlt»*LTafeH#O0.9 5g ( 

Ig3. N-fc Kn^fi/-2(R)-[(4-y F^^yf^;^^)7^/]-2- 

^/^^) r * y ] -2- 7 * mm~r z> a*ra:M-cftv>asgMfcu 

6fe@#<b LT^M{fc^fe£#5 0 *H NMR (DMSO-d 6 ) 6 10.85, 
8.9 1, 8.4 4, 7.5 7, 7.2 3-7.1 6, 6.9 0, 4.7 8, 3.7 6. 
I R (m u 1 1 ) c m" 1 3 2 6 1, 2924, 1639, 1596, 1453, 1 
333, 1263, 115 7 e MS(FAB)m/z:337, 276, 150 o [ 
a] D =-4.4° (0.8 7, C 15 H 16 N 2 O s S t ttttf t : C, 

5 3. 6 ; H, 4. 7 9 ; N, 8. 3 3 0 W&M : C, 53.55;H, 4.84; 
N, 8. 2 5 0 

mW,ms N-fc Kn*i/-2(R)-[(4-7< h*^^VX;V*^)-7 S / ]-3- 
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0 ii 0 



Xg 1 . N-^< y *J;vOr * */-2 (R) - [ (4- * Y * t"<> if > x ~ ;V) 7 ^ / ] -3 

CH 2 C 1 2 (2 5 m 1 )*oN-(p-^ h ^ V-<^^^/^^w)-D-/^ U 
0 1 g, 3. 53 mm o 1 )cD*g#ac, 3f#0)(ii?r^O^^^Pi-^ : HOB 
T(4 7 7mg, 3.53mmol), 4-^f/W^!)y(1.95mK 17.7 
mmol), O-^V^t Kn^V/WT^^ig^(l. 6 9m g> 10.6mm 
o l)^<tU5EDC(880mg, 4. 5 9mm o 1 ) 0 #£;h,fc* y V — &gm.\Z 
THft(2 0l*irof«*1-S. *«*««U R«*KSri/y*y^n^h^5 
7>f- (SG(D50 g> EtOAc) laoTdKlt, M#Tft^@ftOTl. 
8 9 g£r-£x. ; SttteE t OAc(l 5 0m l )f T^TC^iX, INHCl (3X 
5 0ml) ^^7^y(50ml)fac#t5o *P»JIS:*l7kN a 2 S 0 4 -C& 
86 U »«Lr4j**01. 1 1 g(7 9%)£r^;i6 0 JftE t OAcMt^ 
feSMMttMtfcLT* efeH*iLT*JWfc^7 7 9mgfc**.*. mp 
1 56-1 5 8t; [a] 25 D =+ 110 < c 1.0 1, CHC 1 3 ) ; I R Ofcffl) 3 
2 5 2, 1 6 5 7, 1 5 9 6, 1 5 0 2, 1 4 4 5, 1 3 5 4, 1 3 2 8, 1 3 
06, 1266, 1165, 1160, 1146, 1096, 748, 671c 
m _I ; 1 H NMR (300MHz, CDC 1 3 ) 68.56, 7.77, 7.36 
, 6.9 6, 5.2 2, 4.6 5-4.8 0, 3.8 4, 3.3 0-3.40, 1.90 
-2.0 5, 0.7 0-0. 9 0 o 

IS2 N-t Kn*S/-2(R)-[(4-7< h^r^f y^^)7^]-3- 

5 0%MeOH/E t OAc (3 0 m 1 ) fcDXg 1 OMtfc^N-^y^V 
^-^r^-2(R)-[(4-^ h *^y*y^A'#=A') 7 § / ]-3-^ f ^ ^7 S K 
<08jR&N 2 -CJttftU tfT— /^^(P e a r 1 ma n s)fl*jg£ (1 6 Omg) 
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iILT»«U SPJ^MeOH&JztfE t OAct^-^^t5o Sffi 
£*fgLT6fi0ft:tf>6 2 0mgSrM5. |»E t OAc/CH 2 C l 2 *5itf^ 
*f-^63R»KS:lfeftU-C, ee«H#(mp 1 6 6-1 6 8t)^ 
LT«ft^»(34 5mg, 5 6%)^i5o £fc, ©ttttttiDtt^W© 2 

5 1mg (9 7%G>8MX*) £^X.5o [a] 2S D =~4 0 (c 0.9 3. DMSO) 
; I R (8£}ft) 3269, 1 6 3 4, 1 5 9 9, 1539, 1497, 1337, 
1310, 1261, 1162, 1096, 1025, 845, 804, 674 
, 6 2 9 cm _1 ; 1 H NMR ( 3 0 0MHz, DMSO-d 6 ) 610. 51, 8. 
8 1, 7.6 5-7.8 5, 7.6 9, 7.0 5, 3.8 3, 3.2 0-3.3 0, 1. 

6 5-1.8 0, 0. 6 0-0. 9 0 ; MS(E I)m/z 30 2(M + ), 2 5 9, 2 
42, 171, 107, 92, 76; ##HlS : C, 47.76;H, 6.30 ;N 
, 9. 3 3 ; S, 10.2 7 o 

mmm9 N-fc K u 3f i/-2 (R) - [ ('O'l? V* =^;v) T ^ / ] -3- 



IS1. (R)-[2^f/H-[[(7x^ h^r^T^l^/^/H^ntW 

N-(tert~^h^f^/U^^/W)-D-/<y ^/(3. 2 8 g, 15. lmmo 1 
CH 2 C 1 2 (6 Oml)^:CD 1(2. 4 5 g, 15. lmmo 1 )SrSHrf 5 

0 mmz^mcx lmmmw+z* ^y^nt>xf/v7^y(2.9 0mi, 

1 6. 6mmo 1 O-^^vvWfc ^vo^T ^ y( 2 . 6 4 g) 1 6. 5m 
mo DftWlDU ttfctl 6^H«E^-rSo $$£SfgU EtOAct?t 
RU 5%HCl(2X50ml), NaHCO 3 (50ml ) & <fc -f V ( 5 
OmDt^tio fflMKfcttM (MgS0 4 ) U WiU S«UTa<tT 
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LT*JB{frg*4. 4 2 g (9 1%) £-£x.5 0 

XS 2 D-2-T ^ y-N-Hy^t^riz-S^ ^/W^^/UT ^ K<Df«H 

OtMtl 0±^*T?&5 (R)-[2-;* f/M-[[(7xn;M h^S^TS/] 
*/W3j?^./u]^n lf/u]-*>l//<* l-i^^^/w^x/K l.OOg, 
3. 1 Ommo 1 )*5<i;tfC H 2 C 1 2 (10.0ml) CDjgffctCTFA (8.0ml 
) aWSrOtfcTlWBiaWU »3Ki"5o S#fttt±ff (CH 2 

Cl 2 , NaHC0 3 , MgSOjtt, fi< tfb*tfceftH*i: UTJWift** 6 
6 5mg (9 6%)£-£;L£o 

X€3 N-<y^;^i/-2(R)-[(^yfy^/^^;v)7^/]-3- 

C H 2 C 1 2 ( 2 0 m 1 ) +<7)XS2 ©^»-C&5D-2-T S /-N-H^^/^^f 
->)-3-^/wyf-;l/7; K(4 4 2mg, 1.99mmo 1 )*3 £T*7~ y fc&£ 
(Hunig's base, 380/zK 2. 18 mm o 1 )<£>&£] (Ot) 
lC^fy^^n!JK(2 8 0/iU 2. 1 9 mm o 1 ) ZfaMtZo 0 
tfc-ClPMML »«4rSfl*-eB»S. BSi8^«tCH 2 C 1 ^JitMUbN 
aHC0 3 ll^St5o %mm*&$k (MgS0 4 ) L, iSiiU WW*. Bf 
SO#?Jf£CH 2 C 1 2 /MeOH/^y^^6IifiLt, &£B#£ LT^M 
ffc£*4 8 lmg (6 7%) ^i5o mp 1 6 3-1 6 5t, 
IS4 N-fc Ko^i/-2(R)-[(^<^^/W^^/V)T^y]-3- 

Me OH(l 0ml ) *^N-^^^/^^^2(R)-[(^^^^/V^^/l/) T ^ 
S]-W7-/l'7f>T$ K(l 0 Omg, 0.2 8 0 mm o 1 )&£W<— A^rl/ 

mm (2 5m g ) (D!s»js* i mm^x 3 «FH**ft-f s<, m^WL^y^ h& 

ilLTWBU jSi££jgffir£o gfa^ftKSrE t OAc/^^^bSite* 
LT, JtefiHflcfcLr*JB^ft6 lmg (80%) £-5-x.£ 0 mp 154-1 

5 5t: ; I R(ttifi) 3268, 2925, 2954, 2881, 2855, 16 
36, 1449, 1336, 1165, 6 94 cm" 1 ; 1 H NMR (3 0 OMH 
z, DMSO-d6) 6 1 0.5 3, 8.8 3, 7.9 8, 7.7 6, 7.5 0-7. 

6 5, 3. 
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28. 1.65-1.85, 0.74, 0.7 0 ;MS (EI) m/z 2 7 2 ; # 
Wffi : C, 4 8.3 7 ;H, 6. 0 7 ; N, 1 0. 1 4 G 

nmmi 0 N-fc Kn3r:y-2-[(4-^ h^^if^/^-Z^T^ y]-3,3- 




XS1. 2-[(4-* h#^^if^/^^)T^/]-3 f 3-^f-^y^^ 

2-r -3, 3-^^ t My ^ ys t Kn ^ n y k ( i . 6 3 g ) , (jcs c 

h em. Comm. 1 1. 8 3 0-1 9 9 2) ^»THF(1 0 Om l)*©^ 
y^nfcV^^T ^^(3. 6g, 3. 1^*)£t^1-£ 0 4-^ h3rv-0"fe?^ 
^^D!)K(1.8 6g, l^*)«rH*t LTSani-rs. #feixfc^S 
«KDMF(2 5ml)S:aaiPi-5. SfifcT-lftfltttLfc** «at«r*E£*>-e» 
»aS:R»3i^(2 0 OmDfcitflN HC 1 (1 0 0ml)Kfc:# 

era. *tttt*£KU ^fc«0Wc»rtrw»3:^"e»ui--5. 
fc^rttBaSriNHci-c, *v^?>fyeas»t5. ffiMfcttflft (M g so 

4 ) U «iiU «ET««-T5o #6>ixfctt±a*«rDMSO**i:LrJ!Hi 
^yACMt^o *?A4r«»«,4gE (10%JUD) *rfflV^T*UU 30% 

X62. N-fc Kn^ri/-2-[(4-^ h*V<>"tf 7 $ J ]-3, 3- 

■^y ?vw<>* yr ^ K<on§a 

IIKOM (0. 1 1 6 g) , EDClSfl (0. 0 7 6 g, 1.1 Sfi) 
, kKn^y/hDT/^ (0.0 5 4 g, l.lg*) joitf^y^n 
bVUT^ y (0. 1 4 3 g, 3Sf) S^nn^y ( 2 0 m 1 ) ^j^LT, 
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ftTfSo DMF(3ml)SrSRJDLTfc Ko*^r 5 ^4SfflKi[Sr*#rS 0 EJS 

m-T5 0 ^^rfc^ai^Kj® (M g so 4 ) u «isu *et»iw-8. a 

Sr<a^t)*r, SIft^Kj0 2 2mgS:*i5 0 *H NMR (DMSO, 3 0 
0MHz) 6:10.4, 7.69-7.6 5, 7.4 3, 7.01-6.98, 3. 
8 0, 1.2 0-1.1 7, 0.7 7, 0.7 5, 0.6 9 0 
1 1 ^*^»flH4K» 
HLSStttt* Wft-T"«li**ryfe>f (particle concentr 
ation fluorescence assay) £rfflV^~C in vitro 
l:tlBiOMMPS* Uhn^7^^ ^7ft-ffcJ:i;37^t^ 
) ln*5V^TlWKSJiS. BWHItt, ^Fu^7^^ f 5ft-f*fcll3 7 

<a#£&LT\ WtttMMP**K:J:OiifbU 7^u-fe>f ^**r»*U * 
*.K*3tttV^/utt*a"Ct4< 45 0 DMSO"t»fcWkft-fr*Sr3fflo»a[ 
t£«#U ftV^T««*rMMPWHK(5 OmM bU^-HCl, pH7.5 ; 1 
5 OmM Na C 1 ; 0. 0 2% NaN 3 )tl : 5T#3Rt* 5« &*<Oft&to<D 

■e, ^^tifcMMPSg^T^yw-h^^D^, :/u-h&sa-e*< i 
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^ 1 

*38WoaWb^*©MMP|fl*jeR(Ki, 11M) 





H 7 t? 
Ki(/iM) 




Ki(juM) 


1 


0. 00781 


2 


0. 0142 


3 


0. 079 


4 


0. 00723 j 


5 


0. 0026 


6 


0.0121 


7 


0. 0033 


8 


0.0091 


9 


0.082 


10 


0. 098 
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